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- The MAILING DATE of this communication appears on the cover sheet with the correspondence address - 
Period for Reply 



A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) OR THIRTY (30) DAYS, 

WHICHEVER IS LONGER, FROM THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 . 1 36(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 
Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1.704(b). 

Status 

1 )K Responsive to communication(s) filed on 21 December 2005 . 
2a)D This action is FINAL. 2b)^ This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quay/e, 1935 CD. 1 1 , 453 O.G. 213. 

Disposition of Claims 

4) ^ Claim(s) 7, 8,10,12,14-1 8, 20, 22-28. 30 and 3 1 is/are pending in the application. 

4a) Of the above claim(s) 8.12,14,22 and 23 is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) 13 Claim(s) 7. 10. 15-18.20.24-28.30 and 31 is/are rejected. 

7) Q Claim(s) is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) D The specification is objected to by the Examiner. 

10) D The drawing(s) filed on is/are: a)D accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 
Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 

1 1) D The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152. 

Priority under 35 U.S.C. § 119 

12) D Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 
a)D All b)D Some * c)Q None of: 

1 .□ Certified copies of the priority documents have been received. 

2. Q Certified copies of the priority documents have been received in Application No. . 

3. D Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 



Attachment(s) 

1) (3 Notice of References Cited (PTO-892) 

2) □ Notice of Draftsperson's Patent Drawing Review (PTO-948) 

3) ^ Information Disclosure Statement(s) (PTO-1449 or PTO/SB/08) 

Paper No(s)/Mail Date 8/29/05: 12/21/05 . 



4) O Interview Summary (PTO-413) 

Paper No(s)/Mail Date. . 

5) □ Notice of Informal Patent Application (PTO-152) 

6) □ Other: . 



U.S. Patent and Trademark Office 
PTOL-326 (Rev. 7-05) 
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DETAILED ACTION 

Claims 7, 8, 10, 12, 14-18, 20, 22-28, 30 and 31 are pending. Claims 8, 12, 14, 
22 and 23 are withdrawn (Office action mailed December 1, 2004, page 3, and Final 
Office action mailed May 25, 2005, page 2). 

Claims 7, 10, 15-18, 20, 24-28, 30 and 31 are under consideration. 

Information Disclosure Statement 

Form PTO-1449 filed December 21, 2005 is lined through because the reference 
recited therein is illegible. It is cited on form PTO-892 attached herein. 

Election/Restrictions 

Applicant's election of species of a dinucleotide of 41739-41738 of SEQ ID NO:4 
in the reply filed on December 21, 2005 is acknowledged. Because applicant did not 
distinctly and specifically point out the supposed errors in the restriction requirement, 
the election has been treated as an election without traverse (MPEP § 818.03(a)). 

Claim Objections 

Claim 7, with dependent claims 10, 15-18, 20, 26, 27, 28, 30, 31, are objected to 
as reciting the non-elected subject matter of 5' and 3' non-coding regions and introns. 
Appropriate correction is required. 
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Claim Rejections - 35 USC §112 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claims 7, 10, 15-18, 20, 26-28, 30 and 31 are rejected under 35 U.S.C. 112, 
second paragraph, as being indefinite for failing to particularly point out and distinctly 
claim the subject matter which applicant regards as the invention. 

Claim 7, with dependent claims 10, 15-18, 20, 26-28, 30 and 31, is unclear as 
reciting on lines 8-9 "or an isolated nucleic acid molecule of 20-51039 nucleotides 
consisting of SEQ ID NO:4". SEQ ID NO:4 is 51039 nucleotides and cannot consist of 
20 nucleotides. 



Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 

obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed 
or described as set forth in section 102 of this title, if the differences between the 
subject matter sought to be patented and the prior art are such that the subject 
matter as a whole would have been obvious at the time the invention was made 
to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was 
made. 

Claims 7, 10, 15-18, 20,24-28,30 and 31 are rejected under 35 U.S.C. 103(a) as 
being unpatentable over Muzny et al. in view of Vogelstein et al. 

Muzny et al. (GenBank accession AC025423, March 9, 2000, cited on form PTO- 
892 mailed 12/1/04) teach the sequence of human chromosome 12 comprising the 
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sequence of SEQ ID NO:4. Said sequence is of at least 20 nucleotides and is a 
contiguous exon-intron or intron-exon region of SEQ ID NO:4. 

Vogelstein et al. (US Patent 5,41 1 ,860, GenBank accession NM_002392, cited 
on form PTO-892 mailed 12/1/04) teach cloning, functional expression and 
chromosomal localization of human mouse double minute (MDM2) homolog. They 
teach cDNA (SEQ ID NO:1) encoding human MDM2 homolog (SEQ ID NO:2) that is 
100% identical to the human MDM2 homolog of the instant invention (SEQ ID NO:2). 
Using a labeled probe, they localized the gene encoding said human MDM2 homolog to 
chromosome 12q12-14 (column 5, lines 2-13; the description of SEQ ID NO:1 in the 
Sequence Listing). SEQ ID NO:1 comprises 5' non-coding region consisting of 
nucleotides 1-296. The elected species of 41739-41738 correspond to exon-intron 
junction within the genomic DNA corresponding to said 5' non-coding region. 

It would have been obvious to one of ordinary skill in the art at the time the 
invention was made to use said cDNA to identify the genomic DNA that encodes the 
human MDM2 homolog of SEQ ID NO:2 on chromosome 12q12-14. The motivation is 
provided by Vogelstein et al. who teach that it binds to oncogene p53 and is diagnostic 
of tumorogenesis. The state of the art provides various techniques for obtaining 
genomic DNA using cDNA probes that are usually labeled. The comparison of genomic 
and cDNA would result in the identification of regions comprising exon-intron and intron- 
exon junctions within coding and non-coding regions. One of ordinary skill in the art 
would have been motivated to use said non-coding regions or fragments thereof of at 
least 20 nucleotides and up to 5000 or 51039 nucleotides (the entire length of SEQ ID 
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NO:4) nucleotides for detecting splice variants of chromosome 12q 12-14 from genomic 
nucleotide samples from an individual, for example. As a matter of convenience a non- 
coding region such as an exon-intron or intron-exon region or fragments thereof can be 
present in a kit or on a solid support. Further, said support can be a microarray 
according to a customary use of nucleic acid molecules in the art. 

Response to Arguments 

Applicant's arguments filed August 29, 2005 have been fully considered but they 
are not persuasive. 

Arguments related to the 1 12, 1 st and 112, 2 nd paragraphs and 102 (b) are moot 
because said rejections are withdrawn in view of the amendment. 

With regard to the 103(a) rejection, Applicants argue that "As previously argued, 
there would not be any motivation to combine Muzny et al with Vogelstein et al. Muzny 
et al knew that clone AC025423 (from 1V1 1-61 102) was from chromosome 12 but there 
is no evidence in the NCBI report of a sub-assignment to the p- or q-arm. Chromosome 
12 is about 130 million base pairs long and is believed to contain several hundred 
genes (by analysis after 2001 and after the Applicant discovered the human MDM2 
homologue gene). Further, there is no evidence that Muzny et al. knew whether the 
clone did or did not contain one or more genes and particularly whether it contained the 
gene encoded by SEQ ID NO:4. Vogelstein et al. placed the human MDM2 homologue 
gene at 12q12-14. Actually, this finding is incorrect. After the publication of Vogelstein, 
the gene was found to be located at 12q12-14, whereas the gene is actually several 
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millions of base pairs away at 12q15 (see Genecard attached hereto as Appendix B). 
There was actually a previous disclosure stating that the MDM2 was located between 
12q14.3-15 (see, for example, Andersen et al., 1996, Mammalian Genome 7:780-783 
and Bureau, 1995, Genomics 28: 109-112, submitted herewith as an IDS ). However, 
given the conflicting locations published, one of ordinary skill in the art would not have 
known which location was actually correct. Clearly combining the disclosures of Muzny 
et al. with Vogelstein et al. would not have produced the claimed sequences, especially 
given Vogelstein's mistaken assignment of MDM2 to 12q12-14" (Remarks, pages 14- 
15). This is not persuasive because it is well known in the art that the localization on the 
chromosome is often imprecise. However, one of ordinary skill in the art would have 
been motivated to search the cDNA sequence against the entire genomic DNA in order 
to find the identical regions. 

Applicants further argue that "Finally, Applicant would like to address the 
assertion made on page 15 of the instant Office Action. In re Deuel was merely being 
cited for the teaching that "A general incentive does not make obvious a particular 
result, nor does the existence of techniques by which those efforts can be carried out." 
However, although as noted in the Office Action, no nucleic acid sequence was known 
in Deuel, analogies may be drawn. In Deuel, the amino acid sequence was known yet 
the nucleic acid sequence was not known. It was held that given the large number of 
possible sequences, one of ordinary skill in the art would not be able to predict the 
correct sequence. It was actually stated in Deuel that "No particular one of these DNAs 
can be obvious unless there is something in the prior art to lead to the particular DNA 
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and indicate that it should be prepared", in the instant application, there is a 
chromosomal DNA sequence. However, there is nothing in Vogelstein which would lead 
one of ordinary skill in the art to Muzny et al. to indicate that the claimed sequences 
could actually be found in that clone. Furthermore, Applicant again wishes to emphasize 
that a sequence in and of itself does not predict whether or not a gene is present and 
certainly says nothing of which specific gene is present, if present at all" (pages 15-16). 
This is not persuasive because the sequences, including comprising exon-intron 
junctions are contained within a known genomic DNA. There is no large number of 
sequences from which to choose but only a single one. This what is different between 
the current issue and the one considered in Deuel. 



Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Elizabeth Slobodyansky, PhD whose telephone number 
is 571-272-0941. The examiner can normally be reached on M-F 10:00 - 6:30. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Ponnathapura Achutamurthy, PhD can be reached on 571-272-0928. The 
fax phone number for the organization where this application or proceeding is assigned 
is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 




Elizabeth Slobodyansky, PhD 
Primary Examiner 
Art Unit 1652 



